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iniwm siton Guality Guidelines Staff (Mail Code 2811R)
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Washington, D.C, 20460

Re: Methanol Institste Reguest Jor Covrection: The Ramazzivg Instibute ‘s Methns!
Study

Drear Sty or Madamy

This Request for Correction of Information (RFC) 1 being submitted on bebalf of the
Methano! Institute, pursuant to Section 515(a) of the Treasury and General Government
Appropriations Act for Fiseal Year 2001 {the Information Quality Act or 10AL and the
guidelines implementing the 1QA fssued by the United States Office ﬂf %"ﬁ;‘imwizﬂwm and Budget
(OMBY and the United $tates Environmental Protection Agency (EPAY As discussed below,
the Methano! Institute belioves that the recent review of certain tissue 3 uéw by the National
Toxivology Program from research conducted by the Ramaezint lnstite in 199041992 and
published in 2002 ' Ramazzint study”™y demonstrate that the study 15 highly flawed, and therefore
all (is;m&mﬁ:‘ni% and assessments related w this study should be removed from both EPA's
website” and the Integrated Risk Information System (IRIS) database because they do not reflect
this significant new information m\i instead rely heavily on the Ramazzini study 1o support their
conclusions. Further, on June 137 the Agency announced in a press release that it was placing
on hold further work regarding the drafl methasol IRIS sssessment (and three other ongoing
assessirents) as the Agency “will determine whether the questions raised by NTP will require
EPA o revise the assessments or ke additional action to verify the data used in these
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assessments.” Given the new data review by the NTP and the EPA s acknowledgerent that the
data from the Ramazzint Instinste requires additional verification, th{: g%g,{z;‘my has an obligation
under the 10A 10 take the action we have requested here,

Background

In January 2010, EPA released a draft {oxicological assessment of methanol under RIS
that proposed 1o classify methanod as a “likely human carcinogen.” Thas as went was largely
hased on data derived from a methanol study ;;mum,d by the Ramazzind Insditute in gl
However, g team of pathologists from the National Toxicology Program (NTP) recently
completed a partial review of this study, and found significant iﬁim;‘rﬁrmrm % 1 the interprelation
af the reported results and concluded that an independent pathology review and qm%m revigw of
the pathology data am’; specimens were necessary 1o determine the accuracy of the study’s
pverall conclusions.” As @ result of NTP s review, on June 15, 2010, EPA announced that it
winld piz:g:s;-: a hold on further action for itz IRIS assessment of methanoe! pending a full review of
the Ramazzint Institute’s methano! study,

The Methano! Instiute gp@hméx this quick and sppropriate reaction by EPA o the NTP
report, but reguests that EPA take further action 1o prevent misimformation from being further
disseminued by EPA. Ag discussed below, BEPA must remove the draft methanol toxicological
assessment and all other documents and assessments related to the Ramazzini s dy from both its
website and the RIS database in order to fully address the weaknesses in the study dentified by
the MNationg] Toxicology Program’™s Repon and the potential deleterious effects of furtber
disseminating Hlawed information. Fatlure 1o remove the assessment will compromise the

sbiectives cutlined in the EPA and OMB Guidelines of objectivity and utility. The remainder of
this letter explaing how the drafl methanol a nent fails to meet the EPA data gualiy
guidelinegs, delineates the problems associated with the underlving Ramaezing study, and sets
forth corrective sotion requested of EPA.

Methanol Lnstitute: An Affected Stakeholider

The Methanol Institute is the wade association for the global methane! industry, Founded
i F9EY 1o provide information 1o the 1S, Congress and others in support of methano! fuel
markets, the Methano! Institule”s membership includes the world’s leading methanol producers,
wehnology companies, distributors, tenminal operators and shippers. On behalf of its members,
the Methanol Institute provides accuraie and reliable technical information to its membership and
regulatory authorities, and participates proactively m gl scientific, regulstory, and public policy
debates that affect the industry, Accordingly, the Methanol Institute participated in the recent
review of EPA™s drall methanol assessment by providing pubhe comments,
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The accuracy of the information presented by EPA, particularly a5 i incorporates the
Ramazzini study, reflects upon the scientific integrity of EPA’s potential actions regarding
methanol, EPA actions, such as the proposed [RIS clessification of methanol as a “Bkely human
CATCINOREN, can g:rmz y w fluence the methanol market, The ‘v’iuimmi Institute and its members
arg thus par vy affected by EPA s continued dissemination of the Ramazzind stidy’s

defective ’nmmm‘m 159

EPA's Guidelines: The “Objectivity™ and “Uiliy” Criterta

EPA szued s Guidelines 1o ensure and muaximize the quality of all disseminated
information, particularly with respect © the information’s objectivity, utility, and integrity. A
review of these guidelines makes clear that the defeets in the Ramazzin study identified by the
MNational Toxicology Program implicate EPAs oriteria for objectivity and utility of disseminated
infurmation ax well as s helghtened standard for influential scientific information.

The EPA Guidelines “contain EPAy ;ws;ééiw and procedural guidance for ensuring and
maximizing the quality of a*ai:(sz'mdﬁ fon we disseminate” as well as specifically deseribing “new
mechanisms to enable affected persons 1o seek and obtain corrections from EPA regarding
disseminated mformation that they believe does mot comply with EPA or OMB gﬂms«imw
The Guidehines provide s pathway for Kha, gorrection of any information disseminated by B
that falls short of the “hagic standard of quality, meluding objectivity, utihity, and miegrity,” a5
erunciated in EPA s and OMB's Guidelines.

Like OME, EPA defines objective information gs being “presented in an accurate, olear,
complete, and unbiased manner, and as a matter of substance, iy accurate, reliable, and
gnbiased.”” The “wtility” eriterion relates to “the usefulness of the information to the intended
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The BEPA Guidelines adopted the guality principles in the Safe Drinking Water Act
Amendments (SDWA) of 1996." In the dissemination of influential scientific information
regarding human health, safety, or environmental risk nssessments, EPA promised to engure the
ohiectivity of such information disseminated by the Ageney by applving the following adaptation
of the quality principles found in the SDWAL

{AY  The substance of the information is acourate, relinhle and unhiased. This
involves the use oft (1) the best available science and %mpo:'rns; studies
conducted in accordance with sound and objective seientific practices, including,
when available, peor reviewed sclence and supporting studies; and (i data
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collected by apcepted methods or best available methods (G the reliability of the
method and the nature of the decision justifies the use of the data).

(Y The presentation of information on human health, safety, or environmental
risks, consistent with the purpose of the indormation, is comprehensive,

informative, and understandable.

EPA also acknowledges that the “influential sclentific, financial, or statistical
information” it disserminates “should meet a higher standard of guality.™ Under the Guidelings,
information is considered intluential if “the Agency can reasonably determine that dissemination
of the information will have or does have a clear and substantial impact (e, potentiad change or

effecty on amg’mmm puhlw pﬂimam or private sector decisions.” 1 Sueh “influential scientific
m‘foz“rzmzzam is subject to “a higher degree of quality (Tor example, transparency about daty and
methods).™ EPA hag u’nim}imﬁ that all IRIS woxicological reviews are considered “influential
seientific informanon.”

Further Disseminating the Ramazzini Report Vielates EPA’s Guidelines

Given the potential Tor the scientifie information in the drafl *‘z}giimﬁvi toxicological
review to shape EPA policy, this information unquestionably quadifies as “influental scientific
information” subject t “a hagm degree of quality.” As outlined by the NTP report, the
Ramazzin study does not meet that higher standard and because i relies so heavily on this study,
raft methano! toxicological review does not meet thay higher standard as well,

the d

Fhe study does not comport with the “objectivity™ eriterion requirements of the SDWA,
guality principles. NTP ¢ report secommends that an independent pathology review and guality
review of the pathology data and specimens be carrted out o resolve the diagnoses of certain
cancers reported o the study. Considering that the NTP s review of the Ramazzin study
partioularly cally into question transparency about data and methods, further dissemination of the
drafl methano! wxicological review that relies heavily on the Ramazzini methanol study by
coptinuing to post the assessment on BEPA s website and otherwise would viclate EPAs
Cruidelines, This decision o stop the dissemination of the methano! assessment does not require
EPA to determine what the rrue findings of the Ramazzint study are through a {ull PWG or other
method, This removal i3 simply a natural and proper consequence of EPA s previous decision to
place the methano! assessment that relies so heavily on the Ramazzini study on hold based on the
Report of the Nationad Toxicology Program.

To disseminate the draft IRIS toxicologios] assessment based upon é:'iw Ramazzint study s
pervasive deficiencies and faws would also violate the “utility™ guide line. The data on which
the assessment i based {8l far short of embodying “the best available

science and supporting
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studies conducted in accordance with scund and objective sclentific practices” and the other
components of “objectivity.” The further dissemination of such a flawed data is iappropriate
and would be highly problematic for those that rely on the information. The assessment and all
other documents and assessments related 1o this study should be removed from BEPA webslies,
the regulations.gov website, and the IRIS database in order 1o avoid musleading the public. Ata
minimu, this includes

= RIS Toxicologicnl Review of Methanol, December 2009

= NUEA's Proposed Charge to External Reviewers for the IRIS Toxicologieal
Review of Methanol, December 2009

#  PRPR code and supporting Hles

Moreover, the NTP report clearly establishes that the burden of proot has been shifled o
any gvemn that wishes (o rely in whole or 1n part on the Ramazzini study 1o support regulatory
action, Unless and wdl the independent pathology and data quality reviews recommended by
the NTP are completed and the accurate diagnoses of certain cancers are resolved, this study will
not meet EPA™s own Guidelines for influential selentific Information and can not be used for any
purpase by the Agency.

HEPA intends 1o rely upon these data, i must ensure that all dats confirmations and
pathology reviews are public and peer reviewed. As noted by the NTP, "Discrepancies between
a study pathologist and a reviewing pathologist are typically resolved thramgh use of & formal
pathology peey review 1o verily the accuracy of the pathology data, Tt 15 recommended thar the
RIcarry out an equivalent process o address the discrepancies Wdentified in the methy! alcohol
study.” In Hght of the “influential™ nature of this information, informal communications
hetween BEPA :x,m.f::f and representatives from the Ramazzind Institute are not an appropriate
method of validation for data used in IRIS toxicological review determinations, EPA should
follow NTP s recommendations regarding data verification before further relying on the
Ramazzm study, The EPA also must address the concerns raised by the NTP roviewers with
regards to the study protocols used by the Ramazzin Em‘{mzix w1 allowing animals 1o die
spontaneously rather than terminating study animals after two vears as s practiced | ina all other
laboratories. The NTP pathologists noted that “significant autolves of some tissues” precluded
any histological diagnosis, Further, the NTP reviewers noted that the presence of inflammatory
lesiony in several tissues was consistent with chronic respiratory infection, The Ramassin
Institute has repeatedly denied that their rat colony suffers from such a chironic infection, while
outside suthoritative bodies and experts bave cited this issue as a significant flaw in research by
the Ramazzind Institute. The EPA must address this issue as well before using any data from the
Ramazzint Institute for toxicological reviews
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Conclusion: Hemoving the Humazzind Study 13 Essential

EPATs draft woxicologival review of methanol, and all other documents and assessments
related 1o the methano! study conducted by the Ramaz

zini Instifute, should be removed from the
RIS database and other EPA public dissemination sources’ immediately. Unless and until a
full and independent pathology review and a guality review of the pathology data and specimens
tas been conducted 1o determine the tue Hindings of the Ramarzint Institute”s methanol study,
the Mational Toxicology Program’s Report demonstrates that EPA cannot rely on the reported
findings of this study as data that weet EPAs Guidelines for influential scientific information for
any purpose, Because EPA s deaft toxicologieal review of methano! relies so heavily upon the
Ramazzin Ingtitge’s methano! study, FPA cannot continue to distribute 1t o the public through
its wehslte or otherwise without vielating the QA The continued dissemination of these
defective data contravenes the standards of objectivity and wiility cutlined in both the OMB and
EPA Guidelines, and poses continued harm to the Metheno! Industry and s members.

%

sy

The Methano! nstitute respectially requesis that this request for correction be granted
and the corrections implemented accordingly, We ask that this he done quickly 50 a3 o remove
the risk of immediate harm 1o the public and the methanoe! industry, This action does n
prejudee EPATs decisions reparding the Ramaezind study of methano! at the end of EPA™s own
review provess, but gssures that in the meantime the public is not misinformed abomt methanol
and the basis for determining whether or not i has patential health effects.

Sincerely,

Gregory Do
Executive Direttor - Amerivas/Hurope

1% CTE ST .
nchuding all relevant documons possed onowwwang

oy, BPA dookey, ERASHG-OREB-2009-0398,

ED_002435_00003720-00006



